REMARKS 

Amendments 

The definitions of certain substituents and elements for the compounds recited in 
the claims have been narrowed by the amendments above. Most of the above amendments are 
made to simplify examination by further defining the cyclic structures and substituents to 
facilitate withdrawal of the restriction requirement. They are not made for purposes of 
patentability. This is the case for all of the amendments made to the method claims. 

The amendments to the substituent in claims 3 1, 37, 43, 49 and 66 and substituent 
in claim 55 restricting the alkyl groups to C3-C6 alkyl are made to exclude methyl and further 
distinguish prior art references of record such as A.J. Boulton. 

Restriction 

Applicants respectfully request reconsideration of the requirement of the restriction. 
While it is stated in the office action that search and examination of the entire application would 
be a serious burden without restriction, no evidence has been presented that the search and 
examination of Groups I and 11 can not take place simultaneously. No classes and subclasses for 
the subject matter of Group n have been identified. Common structural features such as urea 
functionality and the five membered cyclic structure on one side of the urea functional group may 
prescribe a common search field or strategy for the subject matter of Groups I and II, particularly 
if a structure search is performed on a computer. In which case, it should not be an undue 
burden to search and examine compounds with these common structural features simultaneously. 



Rejection under 35 USC § 1 12, first paragraph 

The pending claims satisfied the requirements of 35 USC §112, first paragraph prior to 
the above amendments and still satisfy these requirements. There is no evidence of record to the 
contrary. Reference is made in the Office Action to the factors set forth in In Re Wands, 858 
F.2d. 731, 8 USPQ2d 1400 (Fed. Cir. 1988), for considering whether the claimed subject matter 
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F.2d. 731, 8 USPQ2d 1400 (Fed. Cir. 1988), for considering whether the claimed subject matter 
is enabled by the specification. Factors specifically identified are: the breadth of the claims, the 
level of predictability in the art and the amount of direction provided by the inventor. 
Conclusions have been made with regard to these factors but no evidence has been presented to 
support or explain these conclusions. No mention is made of the 397 specific compounds 
identified in the tables of the specification with respect to the direction offered by the inventors. 
These compounds include structures other than phenyl and pyridyl. The general and specific 
disclosure within the specification clearly provides sufficient direction to make and use the 
compounds claimed and perform the methods claimed. No reasons are given within the office 
action why these teachings are inadequate and no evidence has been presented to support a 
fmding that one skilled in the art could not use the genus as a whole without undue 
experimentation. 

Assays for the inhibition of raf Kinase activity are well known to those skilled in the art 
and routine. It is not necessary to provide results of cellular assays and in- vivo assays for any of 
the claimed compounds. One skilled in the art could determine the raf Kinase inhibiting activity 
of a particular compound without undue experimentation. Therefore, the specification satisfies 
the requirements of 35 USC §112, first paragraph in providing an enabling disclosure for the full 
scope of the claimed subject matter. 
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Information Disclosure Statements 

Acknowledgement that the Information Disclosure Statements filed on October 18, 2000, 
June 27, 2001 and May 1, 2002 have been received and the references considered is respectfully 



Conclusion 

Withdrawal of the restriction requirement and the rejection under 35 USC §112, first 
paragraph are earnestly solicited and consideration of the amended claims and cited references 
are respectfully requested. 

The Commissioner is hereby authorized to charge any fees associated with this response 
or credit any overpayment to Deposit Account No. 1 3-34 02. ^ — >^ 



MILLEN, WHITE, ZELANO 

& BRANIGAN, P.C. 
Arlington Courthouse Plaza 1, Suite 1400 
2200 Clarendon Boulevard 
Arlington, Virginia 22201 
Telephone: (703) 243-6333 
Facsimile: (703)243-6410 

Attorney Docket No. : BAYER 8 CI 

Date: October 7, 2002 

RJT/lvb 

K:\Bayer\8clVeply 10-7-02.dot 



requested. 




Richard J. Traverse (Reg. No. 30,595) 
Attomey/ Agent for Applicant(s) 



40 



BAYER 8 CI 




VERSION WITH MARKINGS TO SHOW CHANGES MADE 

IN THE CLAIMS 

Please amend claims — as follows: 

1 . A method for the treatment of cancerous cell growth mediated by raf kinase 
comprising administering a compound of formula I 

O 

A-NH-C-NH-B I 
wherein B is phenyl, pvridinvL pvrimidinyl, pyrazinyU pyridazinvK naphthvl quinolinvl, 

isoquinolinvl. phthalimidinvl, furvL thienvl, pvrrolvl. imidazolvl. pvrazolvl. oxazolvK isoxazolyl, 

thiazolyl, isothiazolvl. benzofurvU benzothienvK indolyl, benzopvrazolvh benzoxazolyl, 

benzisoxazolyl, benzothiazolyl or benzisothiazolyl, a Gubstitutod or unsubstitut e d, up to trioyolic, aiyl 

or h e t e roaryl moi e ty of up to 30 carbon atoms with at l e ast ono 5 or 6 memb e r aromatic structur e 

containing 0 -I m e mbers of the group consisting of nitrogen, oxyg e n and sulfur, whoroin if B is a 

substitut e d group, it is substituted by one or more substituents independently selected from the group 

consisting of halogen, up to per-halosubstitution, and Xn, wherein n is 0-3 and each X is 

independently selected from the group consisting of-CN, -C02R^ -C(0)NR^R^', -C(0)R^ -NO2. - 

OR^ - SR^ -NR^R^', -NR^C(0)OR^', -NR^C(0)R^', Ci-Cio alkyl, C2-Cioalkenyl, Ci-Cio alkoxy, C3- 

Cio cycloalkyl, phenyl, pyridinyl, naphthyl, isoquinolinyl, quinolinyl [G^-Gu aryl, C:? C3 4 alkaryl, C^ - 

€4 4 hotoroaryl, € 4-02^ alldiet e roaryl,] up to per halo- substituted Ci-Cio alkyl, up to per halo- 

substituted Cz-Cioalkenyl, up to per halo- substituted Ci-Cio alkoxy, up to per halo- substituted C3-C10 

cycloalkyl, [substituted C 4-€aa alldiet e roaryl ] and -Y-Ar; 

whoroin if X is a substitutod group, it is substitut e d by on e or more substitu e nts 

indopondontly o e l e ot o d from th e group consisting of CN, CO^ S 

-€(^ ^ - C(0)NR ^R^r-0R^r-SR^r-NR^^7-N0ar-NR^€(0)R^-T^^ and halogen 

up to p e r halo substitution; 

wherein R^ and R^ are independently selected from H, Ci-Cio alkyl, C2-C10 alkenyl, C3- 
Cio cycloalkyl, G&-Gu ar>4, €^ -€4 ^ hotoroaryl, C^ Cm alkaryl, C 4-€aa allchotoroar>a] up to per- 
halosubstituted Ci-Cio alkyl, up to per-halosubstituted C2-C10 alkenylf;} and up to per- 



41 



BAYER 8 CI 



halosubstituted C3-C10 cycloalkyl, up to por haloaubstitutod G^-G^a aryl and up to p e r 

wherein Y is - -S-, -N(R^)-, -(CH2)-m, -C(0)-, -CH(OH)-, -(CH2)mO-, 
-NR^C(0)NR' NR"'-, -NR'C(O)-, -C(0)NR^-, -(CH2)mS-, -(CH2)mN(R^)-, -0(CH2),^-, 
-CKX\ -CX^-, -S-(CH2)m- and -N(R^)(CH2)m-, 

m = 1-3, and is halogen; and 

Ar is phenyl, pvridinvl, pvrimidinyl, pvrazinvl. pvridazinyl, naphthyl, quinolinvL 
isoquinolinyl. phthalimidinvl, furyL thienvL pyrrolyl imidazolyh pyrazolyl oxazolvl. isoxazolyU 
thiazolyl, isothiazolyl, benzofliryL benzothienyl, indolyl, benzopyrazolyl. benzoxazolyl, 
benzisoxazolvl, benzothiazolvl or benzisothiazolyl. optionally a 5 10 m e mb e r aromatic Gtructur e 
containing 0 1 m e mb e rs of th e group oongiating of nitrog e n, oxygon and sulfur which is 
unGubstitutod or substituted by halogen up to per-halosubstitution and optionally substituted by 
Zni, wherein nl is 0 to 3 and each Z is independently selected from the group consisting of -CN, 
=0, -C02R^ -C(0)NR^R^', -C(0)- NR^ -NO2, -OR^ - SR^ -NR^R^', -NR^C(0)OR^', -C(0)R^ - 
NR^C(0)R^', -S02R^ SOsNR^R^', Ci-Cio alkyl, Ci-Cio alkoxyl, C3-C10 cycloalkyl, G^-Gust^y^ 
G^-Gu hotoroaryl, Q C3 4 alkaryl, Ca -G^^ alldiotoroaryl, up to per halo- substituted C 1 -C 1 0 alkyl, 
and up to per halo- substituted C3-C10 cycloalkyl, oubstitut e d C? C34 alkar>4 and subotitut e d C 4- 
€3 ^ allchotoroaryl; whoroin if Z is a substitut e d group, it io substitut e d by th e ono or mor e 
substitu e nts indopondontly oolootod from tho group consisting of CN, CQ^ R ^, ■ C(0)NR ^R^7 
-O, 0R^ ,-SR^r-N03r-NR^R^-T-NR^ C(0)R ^- 

-NR^€(Q)QR^r^^-G4^-^kylr€4-€4 # allcoxyl, C^ -G^ o oyoloaUcyl, , C^ -G u h e t e roaryl, C 6-€44-a^ 
G4-G24 alldiotoroaryl and C: y-G34 alkaryl, and 
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A is a heteroaryl moiety selected from the group consisting of 




wherein 

R' is selected from the group consisting of halogen, C3-C10 alkyl, C3-C10 cycloalkyl, Ci. 
C13 heteroaryl, Ce-u aryl, C7-24 alkaryl, up to per-halosubstituted Ci-Cio alkyl, up to per- 
halosubstituted C3-C10 cycloalkyl, up to per-halosubstituted C1.C13 heteroaryl, up to per- 
halosubstituted Ce-i4 aryl, and up to per-halosubstituted C7-24 alkaryl; 

is selected from the group consisting of H, -C(0)R^ -C02R^ -C(0)NR^R^', Ci-Cio 
alkyl, C3-C10 cycloalkyl, C7-C24 alkaryl, C4-C23 alkheteroaryl, substituted Ci-Cio alkyl, 
substituted C3-C10 cycloalkyl, substituted C7-C24 alkaryl and substituted C4-C23 alkheteroaryl, 

where R^ is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, - CO2R'*, -C(0)-NR^R^, 
-NO2, -OR'*, -SR'*, and halogen up to per-halosubstitution, 

wherein R^ and R^ are independently selected from the group consisting of H, -OR"*, - 
SK\ -NR^R^', -C(0)R\ -C02R\ -C(0)NR'*R^', Ci-Cio alkyl, C3-C10 cycloalkyl, , phenyl. 
pyridinvK naphthyl. isoquinolinyl or quinolinvl G^-Gu aryl, C^ -Gu h e t e roaryl, C:? Ca4 alkaryl, C 4- 
G^i allchotoroar>i, up to per-halosubstituted Ci-Cio alkyl, up to per-halosubstituted C3-C10 
cycloalkyl, and up to per- 
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halosubstituted, phenyl, pyridinvL naphthvL isoquinolinyl or quinolinvl G^-G^ a aryl and 
up to p e r halo G ub s titut e d C^ -Gu hoteroaryl ; and 

wherein R"^ and R'^'are independently selected from the group consisting of H, Ci-Cio 
alkyi, C3-C10 cycloalkyl, , phenyl pvridinyl, naphthvl isoquinolinyh quinolinvl G^-G u aryl, C ^- 
€4^ hotoroar>1; C24 aUcar>^l, Ca -Gz^ allchotoroaryl, up to per-halosubstituted Ci-Cio alkyl, up to 
per-halosubstituted C3-C10 cycloalkyl, and up to per-halosubstituted, phenyl, pvridinyl, naphthyl. 



isoquinolinyl or quinolinvl G6-€44 aryl and up to per haloaub s titut e d C ^-G^^ h e t e roar>^l , 

R^is Ci-Cio alkyl, C3-C10 cycloalkyl, up to per-halosubstituted Ci-Cio alkyl and up to per- 
halosubstituted C3-C10 cycloalkyl; and 
R*^ is hydrogen or halogen, 

R'' is hydrogen, halogen, Ci-Cio alkyl, up to per-halosubstituted Ci-Cio alkyl or combines 
with R^ and the ring carbon atoms to which R^ and R*^ are bound to form a 5- or 6-membered 
cycloalkyl, aryl or hetaryl ring with 0-2 members selected from O, N and S; 
subject to the proviso that where A is 



t-Bu 




B is not 




wherein n = 2-4, 



or 
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2. A method as in claim 1, wherein B is up to a tricyclic aromatic ring structure s e l e ct e d 
from tho group oonsioting of 




/ 



X„ 



or 



/ 




R5 



R5 























and 









which is substituted or unsubstituted by halogen, up to per-halosubstitution, and wherein 
n = 0-^ 1-3 and 

each X is independently selected from the group consisting of CN, COa R^ 

€a-G4 ^ alk e nyl, C^ -€ k> aUcoxy, Q -G-t o oyoloallcyl, Q -^m aryl, C? C3 4 aUcar>a, C ^-G-t^ h o toroaryl, 
G4-€a3 allchQtoroar>a, and aubotitut e d Q -G ^ alkyl, subotitutod Ci -G-t ^ alkonyl, aubatitutod 
alkoxy, substitut e d C^ -G^ ^ oycloallcyl substitut e d C4 -€a^ alkhotoroaryl and C_t^ alkvl. up to per- 
halosubstituted Q u a alkvl and -Y-Ar; 

wh e r e in if X is a substituted group, it is substituted by one or moro substitu e nts 
indopondontly solootod from tho group consisting of CN, CO^ R^j 

-€(Q)R ^, C(Q)NR^ R^r-OR^r-SR^r-NR^R^-T^4Qar-NR^€(Q)R^-^^ and halogen 

up to p e r halosubstitution; 

wherein R ^-wtd4^ ^' are indopondently soloot o d from H, Q^ -Q\q allcyl, Q -Gj. 
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€4 ^ cycloQlkyl, C ^-GiA-e^pfh-G^r-G ^ hotoroar>1, €^ -€34 alkQr>^l, C4 -€3j alldiotoroaryl, up to por 
halo substitut e d C ^-G4 ^ alkyl, up to per halosubGtitut e d Ci -Gi ^ alk o nyl, up to p e r haloGubstitut e d 
€^-€4^ cycloalkyl, up to p e r halosubstitut e d , C^ -G u aO'l and up to por halosubstitut e d C^ -Gi^ 
h e t e roaryl , 

wherein Y is - 0-, -S-, -N(R^)-, -(CHs)-™, -C(0)-, -CH(OH)-, -(CH2)mO-, 
-NR'C(0)NR' me'-, -NR'C(O)-, -C(0)NR'-, -(CH2)mS-, -(CH2)„,N(R')-, -0(CH2)m-, 
-CHX^ -CX\-, -S-(CH2)m- and -N(R')(CH2)ni-, 

m = 1-3, and is halogen; and 

Ar is phenyh pvridinvL pvrimidinvl. pvrazinvh pvridazinyh naphthvL quinolinyl, 
isoquinolinvl phthalimidinvl fiirvl. thienvl. pvrrolvl imidazolvL pvrazolyl oxazolyl, isoxazolvh 
thiazolvK isothiazolvL benzofurvL benzothienvL indolvL benzopvrazolvl. benzoxazolvK 
benzisoxazolyl, benzothiazolvl or benzisothiazolyl. optionally a 5 - 10 momb e r aromatic s tructur e 
containing 0 2 m e mbers of the group consisting of nitrog e n, oxyg e n and sulfur which is 
unoubotitutod or substituted by halogen up to per-halosubstitution and optionally substituted by 
Zni, wherein nl is 0 to 3 and each Z is independently selected from the group consisting of -CN, 
=0, -C02R^ -C(0)NR^R^', -C(0)R^ -NO2, -OR^ - SK\ - NR^R^', -NR^C(0)OR^", -C(0)R^ - 
NR^C(0)R^', -S02R^ -S02R^R^', Ci-Cio alkyl, C,-Cio alkoxy, C3-C10 cycloalkylr€6-€44 aryl, 
Ci3 hQternaryl, C -?^ alkaryl. C a-Gclx alldiotoroan . 1 up to per halo- substituted Ci-C 10 alkyl, and 
up to per halo- substituted C3-C10 cycloalkyl, 

wherein R^ and R^ are independently selected from H, Ci -C m alkyl C^-Cw alkenyl C^-Cw 
cycloalkyl. up to per-halosubstituted C i-Ci n alkyl. up to per-halosubstituted C7-C W alkenyl and 
up to per-halosubstituted C^ -Cin cycloalkyl fsubstitut e d C? C3 4 alkaryl and sub a tituted C4 -€2a 
alldiot e roaryl; wh e rein if Z is a oubstitutod group, it is oubstitutod by on e or more substituonts 
indopondontly soloot e d from the group oonaisting of CN, CO^ S 

€4 0 alkoxyl, Ca rGi g oyoloallcyl, , Q -G4^ hotoroaryl, C 6-€44-af>4r€4-€a 4 allchotoroar>4 and C3 4 
alkaryl . 
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3. A method of claim 1, wherein B is 
wherein 

Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
-CH(OH)-, -C(0)-, -CX\ -CX^H-, -CH2O- and -OCH2-, 
X^ is halogen, 

Q is phenyl or pvridinvl, a s ix m e mb e r aromatic structure containing 0 2 nitrog e n , 
substituted or unsubstituted by halogen, up to per-halosubstitution; 

is phenyl pvridinyl, pyrimidinvh pyrazinyl, pyridazinvL naphthyl, quinolinvU 
isoquinolinyl, phthalimidinyl, furyl, thienvl pyrrolyl, imidazolyK pyrazolyL oxazolyl, isoxazolyl 
thiazolvL isothiazolyl. benzofuryh benzothienyl. indolyl. benzopvrazolyl benzoxazolyl, 
benzisoxazolyl. benzothiazolvl or benzisothiazolyl. optionally substituted a mono or bicyclio 
aromatic structur e of 3 to 10 carbon atoms and 0 ^ m e mb e rs of th e group consisting of N, O and 
S, unsubstitut e d or unsubstitut e d by halogen up to per-halosubstitution, 

X, Z, n and nl are as defined in claim 1, and s = 0 or 1 . 

4. A method as in claim 3, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

Q' is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or unsubstituted by halogen, 
up to per-halo substitution, or Y is phthalimidinyl substitut e d or unsubstituted by halogen up 
to p e r halo substitution, and 

Z and X ar e each X is independently selected from the group consisting of -R^, -OR^ and 
-NHR', wherein R^ is hydrogen, Ci-Cio-alkyl or Ca-Cio-cycloalkyl and R^ is selected from the 
group consisting of hydrogen, Ca-Cio-alkyl, and Ca-Ce-cycloalkyl and C ^-^^ ^ aryl, wherein R^ 
and R^ can be substituted by halogen or up to per-halosubstitution. 
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6. A method as in claim 5, wherein B is of the formula 

— Q— Q^)r-Zni 

wherein Q is phenyl or pyridinyl, optionally substituted by halogen up to per-halo substitution , 
is pyridinyl, phenyl or benzothiazolyl optionally substituted by halogen up to per- 
halosubstitution. Y is -0-, -S-, -CH2S-, -SCH2-, -CH2O-, -OCH2- or -CH2-, X is C izQ alkyl or 
up to per-halosubstituted C 1-C 4 alkyl and Z is as defined in claim 1 SCH a or NH C(0) C pHa^H^ 
whoroin p is 1 1. n ~ 0 n = 0 or U s = 1 andnl ^0-1. 

10. A method as in claim 9, wherein B is of the formula 

— Q— Q^)r-Zni 

Q is phenyl or pyridinyl, optionally substituted by halogen up to per-halosubstitution . Q' is 
pyridinyl, phenyl or benzothiazolyl optionally substituted by halogen up to per-halosubstitution , 
Y is -0-, -S-, -C(0)- or -CH2-, X is CH^ X is Ci -Ca alkyl or up to per-halosubstituted C1-C4 
alkyl and Z is as defined in claim 1 NH C(0) C pM3p44 , whoroin p io 1 ^, CH^, OH, OCH^ — 
QMs , CNor C(Q) CH3, n = 0 or 1, s - 0 or 1 and nl = 0 or 1. 

14. A method as in claim 13, wherein B is of the formula 

f" 

Q is phenyl or pyridinyl optionally substituted by halogen up to per-halosubstitution , Q' is 
phenyl, benzothiazolyl or pyridinyl optionally substituted by halogen up to per-halosubstitution , 

48 BAYER 8 CI 



Y is -0-, -S- or -CH2-, X is C_. -Q alkvl or up to per-halosubstituted C1-C4 alkyl , Z is as defined 
in claim 1 -Gtfa , CI, OCa tf^ or OCH^ 7^i-=-^ n = Oor 1, s = 1, and nl = 0 or 1. 



18. A method as in claim 17, wherein B is of the formula 
Xn 

— Q— Q^)r-Zni 

wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution , is phenyl or 
pyridinyl optionally substituted by halogen up to per-halosubstitution, Y is -O- or -S-, X is C1-C4 
alkvl or up to per-halosubstituted alkvl. Z is as defined in claim 1, n = 0 or 1 Z io CI, 

€Ha , OH or OCHa, n - 0 , s - 0 or 1 and nl = 0-2. 

22. A method as in claim 21, wherein B is of the formula 

— Q— {Y— Qi)i-Z,, 
wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution . Q is phenyl or 
pyridinyl optionally substituted by halogen up to per-halosubstitution . Y is -O- or -S-, X is Ci- 
alkvl or up to per-halosubstituted C 1-C 4 alkyl , s = 1, n-Qondnl -0 Z is as defin ed in claim 
1. n = 0 or 1 andnl = 0 or 1 . 
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26. A method as in claim 25, wherein B is up to per-halosubstituted phenyl, up to 
perhalosubstituted pyridinyl, or of the formula 



wherein Q is phenyl optionally substituted bv halogen up to per-haiosubstitution, Q' is phenyl or 
pyridinyl optionally substituted bv halogen up to per-halosubstitution , and Y is -O- or -S-, X is 
Ci-CA alkvl or up to per-halosubstituted C1-C4 alkyl , Z is as defined in claim 1 CI, CHa, - OH or 
-OGH a, n^O n = Oor 1, s = 0 or 1 and nl = 0-2. 

29. A method as in claim 28, wherein B is of the formula 

— Q— (Y— Qi)r-Zn, 

wherein Q is phenyl optionally substituted bv halogen up to per-halosubstitution , Q' is phenyl or 
pyridinyl optionally substituted bv halogen up to per-halosubstitution, and Y is -O- or -S-, X is 
Ci -Cd alkvl or up to per-halosubstituted C j-Cd alkvl, Z is as defined in claim l,n = 0 or 1 CI or 
n - 0 , s = 0 or 1 and nl = 0-2. 

31. A compound of the formula 

O 

II 

NH-C-NH-B 
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wherein is selected from the group consisting of H, -C(0)R'*, 
-C(0)NR^R^', Ci-Cio alkyl, C3-C10 cycloalkyl, alkaryl, C 4-€a^ alldi e t e roar>l, substituted 

Ci-Cio alkyl, substituted C3-C10 cycloalkyl, G ubstitut e d C:? Ca 4 alkaryl and substituted Ca -G^^ 
allchotoroaryl, where if R^ is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, 

-C02R^, -C(0)-NR^R^' , -NO2, -OR'*, -SR"*, and halogen up to per-halosubstitution, 

wherein R** and R^' are independently selected from the group consisting of H, -GR"^— 
SR^-,NR^R ^', C(0)R^ r-€OaR ^ C(0)>JR ^R% Ci-Cio alkyl, C3-C10 cycloalkyl, €^-€44 ar>i, Q - 
Gi ^ hotoroaryl, C2 4 alkaryl, Ca -G^ ^ alldioteroaryl, up to per-halosubstituted Ci-Cio alkyl^ and 
up to per-halosubstituted C3-C10 cycloalkyl, up to p e r halosubstitut e d C ^-G^ ar>i and up to per 

wherein R'* and R'^ are independently selected from the group consisting of H, Ci-Cio 
alkyl, C3-C10 cycloalkyl, G^-G^rs^Pf^^-G u h o t o roaryl; Ci 4 allcaryl, € 4-^ alldi e t e roaryl, up 
to per-halosubstituted Ci-Cio alkyl^ and up to per-halosubstituted C3-C10 cycloalkyl, up to p e r 
haloGubatitutod C6 -€44 aryl and up to per halosubstitutod Cy Gu hotoroaryl, 

wherein R* is selected from the group consisting of halog e n, €^-€4^ CszC^ alkyl, Gi^ 
h o toroaryl, C ^-Gu ar>4, C? -G34 alkaryl, Cy -G^ QizQe cycloalkyl, up to per-halosubstituted 
CazCe alkyl and up to per-halosubstituted GyG^g C3^6.cycloalkyl , up to por halo sub stitutod C4 - 
44 hot e roaryl, up to por - halosubstitut e d C ^- aryl , and up to por halo substituted C; l ^ - alkaryl; 

is hydrogen, halog e n, C4 -4 0 allcyl, up to por halo substitut e d d -w allcyl or combin e s 
with4^ ^ and the ring carbon atoms to which R^ -aftd-j^ ° aro bound to form a 5 or 6 m e mb e r 
cycloalkyl, aryl or hotoroaryl ring with 0 2 mombors solootod from O, N, and S, 

B is phenyl, pyridinyl, indolinvK isoquinolinvL quinolinvL or naphthvl: 

substituted by phenyl pvridinvl or -Y-Ar, 

wherein the cyclic structures of B are optionally substituted bv halogen, up to per halo, 

and 

optionally substituted by X^n up to a tricyolio aromatic ring structuro s e l o ct o d from th e 
group consisting of: 
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which is GubGtitutod or xinsubstitutod by halogon, up to per halosub s titution, and wherein 
n = 0-2; each is independently selected from the group of X or from tho group conGiGting of - 
CN, -C02R^ -C(0)R^ -C(0)NR^R^', -OR^ -NO2, -NR^R^', Ci-Cio alkyl, Cj-io-alkenyl, Ci-,o- 
alkoxy, C3-C10 cycloalkyl, G^-Gu Qryl and C:^ Cm alkoryl, and 

X is sel e ct e d from the group conGioting of -SR^ -NR^C(0)OR^', NR^C(0)R^', €^-€4^ h o t o roaryl, 
€4-G3a alldi e t e roaryl, substituted Ci-Cio alkyl, substituted C2-io-alkenyl, substituted Ci-io-alkoxy, 
substituted C3-C10 cycloalkyl, substitut e d C 6-€4 4 aryl, substituted C? C3 4 allcaryl, substitut e d Q - 
€4 4 hotoroaryl, substituted C4 -€a^ alldiot o roaryl, and Y Ar, 

wh e r e in if X wherein if X^ is a substituted group, it is substituted by one or more 
substituents independently selected from the group consisting of -CN, -C02R^, 
-C(0)R^ -C(0)NR^R^', -OR^ -SR^ -NR^R^' , NO2, -NR^C(0)R^' , -NR^C(0)OR^' and halogen 
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up to per-halosubstitution; 

wherein and are independently selected from H, Ci-Cio alkyl, Ca-io-alkenyl, C3-C10 
cycloalkyl, Ce-Cn aryl, C3-C13 heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per- 
halosubstituted Ci-Cio alkyl; up to per-halosubstituted C2.io-alkenylf arid up to per- 
halosubstituted C3-C10 cycloalkyl, up to p e r haloGubGtitutod C^ -Gu aryl and up to p e r 
halosubstitutod C^ -G^^ hot e roar>^l, 

wherein Y is -0-, -S-, -N(R^)-, -(CHsK, -C(0)-, -CH(OH)-, -(CH2)„,0-, 
-NR'C(0)NR^R^'-, -NR'C(O)-, -C(0)NR'-, -(CH2)mS-, -(CH2)mN(R^)-, -0(CH2)m-, 
-CHX^ -CX^-, -S-(CH2)m- and -N(R^)(CH2)m-, 

m = 1-3, and is halogen; and 
Ar is phenyl, pvridinvK pvrimidinvK pvrazinvl. pvridazinyK naphthyl, quinolinvK isoquinolinvL 
phthalimidinvK furvL thienvK pyrrol vL imidazolvK pvrazolvK oxazolvK isoxazolvL thiazolvK 
isothiazolvl. benzofuryU benzothienvK indolyK benzopyrazolyL benzoxazolyl, benzisoxazolyl, 
benzothiazolyl or benzisothiazolyl, a 5 10 mombor aromatic structur e containing 0 2 memb e rs of 
th e group consisting of nitrog e n, oxyg e n and sulfur which is unsubstituted or substituted by 
halogen up to per-halo and optionally substituted by Znu wherein nl is 0 to 3 and each Z is 
independently selected from the group consisting of -CN, -C02R^, -C(0)R^, =0, 
•C(0)NR^R^', -C(0)R^ -NO2, -OR^ - SR^ - NR^R^', -NR^C(0)OR^', -NR^C(0)R^', -SO2R', - 
S02R^ R^' Ci-Cio alkyl, Ci-Cio alkoxy, C3-C10 cycloalkyl, G^-Gu ary^l C ^-G^^ hotoroar>i, Ci f-GiA 
alkaryl, C 4-€a^ alkh e t e roaryl, substituted Ci-Cio alkyl, and substituted C3-C10 cycloalkyl, 
substituted Ci f . alkaryl and substitut e d C^ -G^ aIkhQtQroar>1; wherein if Z is a substituted 
group, it is substituted by one or more substituents independently selected from the group 
consisting of-CN, -CO2R', -C(0)NR'r'', =0, -OR', -SR^ -NO2, -NR^R^', .NR'C(0)R'' , - 
NR^C(0)OR^' , Ci-Cio alkyl, Ci-Cio alkoxyl, and C3-C10 cycloalkyl, r-G^-Gn hotoroar>^l, C 6-G44 
atyt7^4-€3 4 alldiot e roaryl ,and 0^4 alkaryl, subject to th e proviso that whore R^is t butyl and 
is methyl, B is not 
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32. A compound of claim 3 1 , wherein B is 

-Q — {y—Q^, " 

-Q Y— Q^Z„, 



wherein 

Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
-CH(OH)-, -C(0)-, -CX"2, -CX'H-, -CH2O-, and -OCH2-, 
X^ is halogen, 

Q is Q rox momh e r Qromatio struoturo containing 0 2 nitrog e n, phenyl or pvridinvl 
substituted or unsubstituted by halogen, up to per-halosubstitution; 

is phenyl, pvridinvl pvrimidinvl. pvrazinvl pvridazinyl, naphthvL quinolinvl. isoquinolinyl, 
phthalimidinvK furyl. thienvl pvrrolvl imidazolvl pvrazolvl oxazolvl. isoxazolvl thiazolvU 
isothiazolvl, benzofurvl, benzothienyl, indolvl. benzopyrazolvl. benzoxazolvK benzisoxazolvL 
benzothiazolvl or benzisothiazolvK a mono or bioyolic aromatic structuro of 3 to 10 carbon 
atomo and 0 1 momb e rs of th e group conoiGting of N, O and S, unsubstitut e d or unaubotitut e d by 
halogen up to per halo G ub s titution, X' is Cj -Cd alkyl or halosubstituted Ci -Ca alkyl up to per 
halo, 

X; Z, n and nl are as defined in claim 3 1 and s " 0 or 1 . 
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33. A compound of claim 32, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or unsubstitut e d optionally 
substituted by halogen, up to per-halo, or - Y - Q ^ is phthalimidinyl sub s titut e d or unsubstitut e d by 
halogen up to p e r halosubstitution, and X' is as defined in claim 32, and 

Z and X are ind e p e nd e ntly is selected from the group consisting of -R^, -OR^ and - 
NHR^, wherein R^ is hydrogen, Ci-Cio-alkyl or Ca-Cio-cycloalkyl and R^ is selected from the 
group consisting of hydrogen, Ca-Cio-alkyl, and Ca-Ce-cycloalkyl and C ^-G^-^fyh wherein R^ 
and R^ can be substituted by halogen or up to per-halosubstitution. 



34. A compound of claim 32, wherein Q is phenyl or pyridinyl optionally substituted by 
halogen up to per-halosubstitution, is pyridinyl, phenyl or benzothiazolyl optionally 
substituted by halogen up to per-halosubstitution , Y is -0-, -S-, -CH2S-, -SCH2-, -CH2O-, - 
OCH2- or -CH2-, X^ is as defined in claim 32 . and Z is -SCH3, or -NH-C(0)-CpH2p+i, wherein p 
is 1-4, n = 0 or 1 n " 0 , s ~ 1 and nl = 0-1 . 



35. A compound of claim 3 1 of the formula 



t-Bu 




wherein R^ is as defined in claim 31 and B arc as defined in claim 31 is phenyl, pyridinyl. 
pyrimidinyl. pvrazinyl pyridazinvL naphthyl. quinolinvL isoquinolinvL phthahmidinyl. fiiryl. 
thienyl. pvrrolyl. imidazolyl. pyrazolyl. oxazolvl. isoxazolyl. thiazolyl. isothiazolyl. benzofuryl. 
benzothienvK indolvL benzopyrazolvl. benzoxazolyl. benzisoxazolyl. benzothiazolyl or 
benzisothiazolyl. substituted by one or more substituents independently selected from the group 
consisting of halogen, up to per-halosubstitution. and X,^. wherein n is 0-3 and each X is 
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independently selected from the group consisting of-CN. -CO^R^ -CfOlNR^R^'. -Crom^ -NO7. - 
ORK - SR^ -NR^R^', -NR^CrOIOR^', -NR^CfOm^'. C i-C m alkvl. Cg -Cio alkenvl. Cj -Ci n alkoxv, Q- 
Cin cvcloalkvU phenyl pyridinvK naphthvh isoquinolinvl, quinolinyl up to per halo-substituted Ci- 
Cin alkyl up to per halo-substituted Q-C in ^alkenyl up to per halo-substituted d -C w alkoxy, up to 
per halo-substituted C^-Cm cycloalkvl. and -Y-Ar: 

wherein R^ and R^' are independently selected from H, C j-Cin alkyl, C2 -Cu> .alkenvl, Cy 
Cuj cycloalkvL phenyl pyridinvl, naphthyl. isoquinolinyl, quinolinyl up to per-halosubstituted 
C-Cuj alkyl. up to per-halosubstituted C^ -Cin ^alkenyl up to per-halosubstituted Ci-Cu) 
cvcloalkyl. and up to per-halosubstituted phenyl pyridinyl, naphthvL isoquinolinyl and 
quinolinyl 

wherein Y is - -S-, -NfR^)-, -(CH^ Vn ,^ -C(OV. -CHfOHV, -(CH, ) jO-. 
-NR^C(0)NR^ NR^'-, -NR^CfOV. -CrO^NR^-. -(CH7 ') ^S-. -rCH^ ^ ^Nm^V. -OrCH^^n,-. 
-CHX^ -CXV. -S-(CH7 V and -NfR^yCH.)..-, 

m = 1-3, and is halogen: and 
Ar is phenyl pyridinyl. pyrimidinyl pyrazinyl pyridazinyl naphthyl quinolinyl isoquinolinyl 
phthalimidinyl friryl thienyl pyrrolyl imidazolyl pvrazolyl oxazolyl isoxazolyl thiazolyl 
isothiazolyl benzofuryl benzothienyl indolyl benzopyrazolyl benzoxazolyl benzisoxazoWl 
benzothiazolvl or benzisothiazolyl optionally substituted by halogen up to per-halosubstitution 
and optionally substituted by Znj. wherein nl is 0 to 3 and each Z is independently selected from 
the group consisting of -CK ===0. -COtRK -CrOlNR^R^'. -CrOV NR\ -NO7. -OR^ - SR\ - 
NR^R^'. -NR^CrO)OR^', -aO)R^ -NR^aom^'. -SO.R^ SO^NR^R^'. C i-C m alkyl C1-C10 
alkoxyl Ci -Cin cycloalkvl up to per halo-substituted Q -Ci n alkyl and up to per halo-substituted 
C^-Cin cycloalkyl 



subiect to the proviso that where R^ is methyl 



B is not 
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37. A compound of the formula 




O 



NH-C-NH-B 

wherein R' is selected from the group consisting of halog e n^Q -G^e QizQe alkyl, G^-GwC^rQe 
cycloalkyl, 

€4- ^ hotoroaryl, C^ aryl , Cj ^ alkaryl, up to per-halosubstituted G^-G^^ CazQ alkyl and up to 
per-halosubstituted Gi^-Gy^ C31C10 cycloalkyl , up to p e r halooubotituted C^ , ^ het e roaryl, up to 
p e r - halosubstitutod C 6-44- aryl , and up to per halosubotitut e d €7 -34 alkaryl; 

B is phenyl, pvridinyl, indoIinvL isoquinolinvK quinolinyl or naphthvl up to a tricyclic 
aromatic ring structur e s e l e cted from th e group consisting of 





and 




which is 
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substituted by X, optionally substituted substitut e d or unsubstitut e d by halogen, up to per- 
halosubstitution, and 

optionally substituted by wherein n = 0-2; 
each X^ is independently selected from the group of X or from the group consisting of-CN, - 
C02R^ -C(0)R^ -C(0)NR^R^', -OR^ - NO2, -NR^R^', Ci-Cio alkyl, C2-io-alkenyl, Cuio-alkoxy, 
C3-C10 cycloalkyl, and Ce-Cn aryl and Cq. alkaryl, and 

X is selected from the group consisting of -SR^ -NR^C(0)OR^', NR^C(0)R^', C3-C13 heteroaryl, 
€4-€3a alldictcrooryl, substituted Ci-Cio alkyl, substituted C2-io-alkenyl, substituted Cuio-alkoxy, 
substituted C3-C10 cycloalkyl, substituted Ce-Cu aryl, s ubstituted C? Ca 4 alkaryl, substituted C3- 
C13 heteroaryl, aubstitutod C 4-€aa alldiet e roaryl, and -Y-Ar, and 

wherein if X is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of-CN, -C02R^, 

-C(0)R^ -C(0)NR^R^', -OR^ -SR^ -NR^R^' , NO2, -NR^C(0)R^' , -NR^C(0)OR^* and halogen 
up to per-halosubstitution; 

wherein R^ and R^' are independently selected from H, Ci-Cio alkyl, C2-io-alkenyl, C3-C10 
cycloalkyl, Ce-Cn aryl, C3-C13 heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per- 
halosubstituted Ci-Cio alkyl, up to per-halosubstituted C2-io-alkenyl, ^ up to per- 
halosubstituted C3-C10 cycloalkyl, up to per halosubotitut e d C6 -G44 ar>^l and up to p e r 
haloflubatitutod C^ -Gu hoteroar>1, 

wherein Y is - -S-, -N(R^)-, -(CH2)-ni, -C(0)-, -CH(OH)-, -(CH2)n.O-, 
-NR'C(0)NR'r'*-, -NR'C(O)-, -C(0)NR'-, -(CH2)n.S-, -(CH2)mN(R')-, -0(CH2)m-, 
-CHX^ -CX^2-, -S-(CH2)m- and -N(R')(CH2 V, 

m = 1-3, and X^ is halogen; and 

Ar is wherein B is phenyl, pyridinyl, pvrimidinvL pvrazinyl, pyridazinyl. naphthyl, 
quinolinyL isoquinolinyl, phthalimidinyl. furyl, thienyl. pyrrolyl. imidazolyl, pyrazolyl, oxazolyh 
isoxazolyl. thiazolyl, isothiazolyl, benzofuryl. benzothienyL indolyl. benzopyrazolyl, 
benzoxazolyl. benzisoxazolyl. benzothiazolyl or benzisothiazolyl, a 5 10 m e mb e r aromatic 
structur e containing 0 2 m e mbers of tho group consisting of nitrog e n, oxyg e n and sulfur which is 
unsubstituted or substituted by halogen up to per-halo and optionally substituted by Zni, wherein 
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nl is 0 to 3 and each Z is independently selected from the group consisting of -CN, -CO2R , - 
C(0)R', =0, -C(0)NR^R^', -C(0)R^ -NO2, -OR', - SR^ - NR'r'', -NR'C(0)0R^', -NR'C(0)R^', 
-SOsR^ -SO2 R^ R^', Ci-Cio alkyl, Ci-Cio alkoxy, C3-C10 cycloalkyl, €^-€44 ary% d -Gn 
h o t o roaryl, C:? C2 4 alkar>1, C^ -Gi^ alldiot e roaryl, substituted Ci-Cio alkyl, and substituted C3-C10 
cycloalkyl, substitut e d Qlkar>d and s ubstituted Ca -G^^ alldictcroaryl; wherein if Z is a 

substituted group, it is substituted by one or more substituents independently selected from the 
group consisting of -CN, -COsR^ -C(0)NR'r'', =0, -OR^ -SR^ -NO2, -NR^R^' , -NR'C(0)R'', 
-NR'C(0)0R'' , Ci-Cio alkyl, Ci-Cio alkoxyl, and C3-C10 cycloalkyl, ^-^^-€4^ hot c roaryl, C 6-€44 
aryl, Ca -G u alldiotoroaryl ,and Cr -€34 alkaryl, 
subject to the proviso that where R* is t-butyl, 
B is not 




wherein R^ is -NHC(0)-0-t-butyl, -O-n-pentyl, -O-n-butyl, -O-n-propyl, 
-C(0)NH-(CH3)2, -OCH2CH(CH3)2, or 




38. A compound of claim 37, wherein B is 



wher e in 



X. 



n 



— Q (-Y — Q^Z, 



S 



•n1 
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— Q Y — Q— Z 



n1 



Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
-CH(OH)-, -C(0)-, -CX'2, -CX'H-, -CH2O- and -OCH2-, 
is halogen, 

Q is phenyl or pvridinyl a six m e mber aromatic structur e containing 0 2 nitrog e n; 
substituted or unsubstituted by halogen, up to per-halosubstitution; 

is phenyl, pvridinyl, pyrimidinvl. pvrazinvl, pvridazinyl, naphthvl. quinolinvl 
isoquinolinyl. phthalimidinyl. furvl. thienyl. pyrrolyL imidazolyl. pyrazolyl. oxazolvl. isoxazolyl, 
thiazolyl, isothiazolvL benzofiiryl benzothienyl, indolyl, benzopvrazolyl. benzoxazolyl, 
benzisoxazolyl, benzothiazolyl or benzisothiazolyl, a mono or bic yclio aromatic structur e of 3 to 
10 carbon atoms and 0 1 m e mboro of tho group consisting of N, O and S, unsubstituted or 
unsubstituted by halogen up to per-halosubstitution, X^ is C 1-C 4 alkyl or halosubstituted Ci-C4 
alkvl up to per halo, and 

Z, n and nl are as defined in claim 37 and g - 0 or 1 . 

39. A compound of claim 38, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

Q' is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, optionally substituted or unsubstitut e d by 
halogen, up to per-halo, or Y is phthalimidinyl oubstitutod or unsubstituted by halog e n up to 
per halo substitution, X^ is as defined in claim 38 and 

Z and X are indopondontly is selected from the group consisting of -R^, -OR^ and - 
NHR^ wherein R^ is hydrogen, Ci-Cio-alkyl or Ca-Cio-cycloalkyl and R'' is selected from the 
group consisting of hydrogen, Ca-Cio-alkyl, and Cs-Ce-cycloalkyl and C 6-€4^ aryl, wherein R^ 
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and can be substituted by halogen or up to per-halosubstitution. 



40. A compound of claim 38, wherein Q is phenyl or pyridinyl optionally substituted 
by halogen up to per-halosubstitution , is pyridinyl, phenyl or benzothiazolyl optionally 
substituted by halogen up to per-halosubstitution, Y is -0-, -S-, -C(0)- or ^H2-, X' is as 
defined in claim 38. and Z is-NH-C(0)-CpH2p+h wherein p is 1-4, -CH3, -OH, -OCH3, -OC2H5, - 
CN or -C(0)CH3, n = 0 or 1, G-Qor 1 and nl = 0 or 1. 

41. A compound as in claim 22 37 selected from the group consisting of: 



A/- 


S -/^'rZ-B ut vl - 3 -i sox azol vF 


-N'- 


(4_(4_hydroxyphenyl)oxyphenyl)urea; 


J. y 


^ S -/*='r/-R ut vl - 3 -i SOX azo 1 vF 


-N'- 


(4-(3 -hydroxyphenyl)ox vphenyl)urea; 


I V 


S -//'rZ-R utvl - 3 -i SOX azol vf 


-N'- 


(4-(4-acetylphenyl)oxyphenyI)urea; 


1 v 


'' S -/^r/-Biitvl -3 -i soxazol vF 


'N'- 


(^3-benzovlDhenyDurea; 


AT" 


5 -/erZ-B utyl- 3 -i SOX azolyl^ 


-iV - 


l^^-pnenyioxypnenyijured, 


N- 


;5-/erZ-Butyl-3-isoxazolyi; 




(4-(3-methylaminocarbonylphenyl)-thiophenyl)urea; 


N- 


(5-/er/-Butyl-3-isoxazolyl) 


-N'~ 


(4-(4-( 1 ,2-methylenedioxy)phenyl)-oxyphenyl)urea; 


N- 


(5-/er/-Butyl-3-isoxazoIyl) 


-N'~ 


(4-(3 -pyridinyi)oxyphenyl)urea; 


N- 


(5-/er^Butyl-3-isoxazolyl) 


~N'- 


(4-(4-pyridinyl)oxyphenyl)urea; 


N- 


(5-/er^Butyl-3-isoxazolyl) 




(4-(4-pyridyl)thiophenyl)urea; 


N- 


(5-Zer^Butyl-3-isoxazolyl) 


'N- 


(4-(4-pyridinyl)methylphenyl)urea; 


N- 


(5-/er^Butyl-3-isoxazolyl) 


-N'- 


(3-(4-pyridinyl)oxyphenyl)urea; 


N- 


(5-/erZ-Butyl-3-isoxazolyl) 


-N'- 


(3-(4-pyridinyl)thiophenyl)urea; 


N- 


(5-Ze/-Z-Butyl-3-isoxazolyl) 




(3-(3-methyl-4-pyridinyl)oxyphenyl)urea; 


N- 


(5-Zer/-Butyl-3-isoxazolyl) 


-N'- 


(3 -(3 -methyl-4-pyridinyl)thiophenyl)urea; 


N- 


(5-Zer/-Butyl-3-isoxazolyl) 


-N'- 


(4-(3-methyl-4-pyridinyl)thiophenyl)urea; 


N- 


(5-Zer/-Butyl-3-isoxazolyl) 




(3 -(4-methyl-3 -pyridinyl)oxyphenyl)urea; 


N- 


;5-rer/-Butyl-3-isoxazolyl) 


-N'- 


(4-(3-methyl-4-pyridinyl)oxyphenyl)urea; 


N- 


;5-Zer/-Butyl-3-isoxazolyi; 




(3-(2-benzothiazolyl)oxyphenyl)urea; 
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A^-(5-/er^butyl-3-isoxazolyl)-A'^'-(3-cMo^o-4-(4-(2-methylca^bamoyl)pyridyl)-oxyphen 
urea; 

7^^-(5-rer^butyl-3-isoxazolyl)-A'''-(4-(4-(2-methylcarbamoyl)pyridyl)-oxyphenyl)^^ 
A^-(5-rer^butyl-3-isoxazolyl)-A^'-(3-(4-(2-methylcarbamoyl)pyridyy^ urea; 
A^-(5-rer^butyl-3-isoxazolyl)-A'^'-(2-methyl-4-(4<2-methylcarbamoyl)pyridyl)-ox^^ 
urea; 

A^-(5-/er^butyl-3-isoxazolyl)-A^'-(4-(4-(2-carbamoyl)pyridyl)oxyphenyl) urea; 
A^-(5-^erNbutyl-3-isoxazolyl)-A^'-(3-(4-(2-carbanioyl)pyridyl)oxyphenyl) urea; 
A^-(5-rer^butyl-3-isoxazolyl)-A'^'-(3-(4<2-methylcarbamoyl)pyridyl)-oxyphenyl) urea; 
A^-(5-/er^butyl-3-isoxazolyl)-A'^'-(4-(4-(2-methylca^bamoyl)py^idyl)-t^^ urea; 
^^-(5-/e•r^butyl-3-isoxazolyl)-^'^'-(3-chloro-4-(4-(2-methylca^bamoyl)pyri 
urea; 

A^-(5-^er^butyl-3-isoxazolyl)-A'''-(4-(3-methylcarbamoyl)phenyl)oxyphenyl) urea; 
and pharmaceutically acceptable salts thereof. 

42. A compound of claim 37 of the formula 



wherein B is as d e fin e d in claim -3^ is 5-methvl-2-thienvl or 

selected from the group consisting of phenyl, pyridinvh pvrimidinvL pvrazinvh 
pyridazinyl naphthvl. quinolinvL isoquinolinvL phthalimidinvl. furvL thienyl, pyrrol vl 
imidazolyh pvrazolvl oxazolvK isoxazolvh thiazolvl isothiazolvL benzofuryl, benzothienvL 
indolyl benzopyrazolvl. benzoxazolyK benzisoxazoIvL benzothiazolyl or benzisothiazolyU 
substituted by one or more substituents independently selected from the group consisting of 
halogen, up to per-halosubstitution. and Xn. wherein n is 0-3 and each X is independently 
selected from the group consisting of-CN. -C07R^ -CfOlNR^R^'. -C(0)R\ -NO9. -OR^ - SR^ - 
NR^R^'. -NR^C(0)OR^', -NR^CfOm^'. C j-Ci n alkyl. C^-C m alkenyl. C i-C m alkoxy. C^t-Cm 
cycloalkyh phenyl, pyridinyl. naphthyK isoquinolinvL quinolinyL up to per halo-substituted C\- 
C wj alkyl. up to per halo-substituted Q-C ui ^alkenyl, up to per halo-substituted C i-C w alkoxy and, 
up to per halo-substituted Ci-C uj cycloalkyl. 



t-Bu 




O 

II 

■C-NH-B 
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wherein and are independently selected from H. Cj-C u j alkvl. C?-C in ^alkenvl C^- 
Ci n cycloalkvU phenyl pyridinyL naphthvl. isoquinolinvL quinolinvl up to per-halosubstituted 
Ci^-Cin alkyl. up to per-halo substituted C? -Cio alkenyl, and up to per-halosubstituted C3-C10 
cycloalkyl, 

wherein Y is - 0-. -S-> -N(R^V, -rCH.V^. -CrOV. -CHrOHV. -rCH.l^Q-. 
-NR'C(0^NR' NR''-. -NR^CrOV. -CrO^NR'-. -(CH. US-. -rCH. UNfR'V. -orcH.^n.-. 
-CHX^ -CXS-, -S-(CH7 V and -NrR^¥CH7)n,-, 

m==l-3. and y is halogen: and 
Ar is phenyl, pvridinvl. pyrimidinyl. pyrazinvU pvridazinyl. naphthyl. quinolinvl. isoquinolinyl, 
phthalimidinyl. furyl, thienyl, pyrrolyh imidazolyl, pyrazolvL oxazolyl, isoxazolyl, thiazolyl, 
isothiazolvl, benzofuryl, benzothienvK indolyl. benzopvrazolyl. benzoxazolyl. benzisoxazolvL 
benzothiazolyl or benzisothiazolyl. optionally substituted by halogen up to per-halosubstitution 
and optionally substituted by Znu wherein nl is 0 to 3 and each Z is independently selected from 
the group consisting of -CN. =0, -CQ^R^ -CrO^NR^R^'. -C(OV NR^ -NO.. -OR^ - SR^ - 
NR^R^'. -NR^CrO^OR^ -aO)R^ -NR^Crom^'. -SOiRK SO^NR^R^'. Ci-Cin alkyl, Ci-Cio 
alkoxyl Q -C m cvcloalkyl. up to per halo-substituted Cj -Cm alkyl and up to per halo-substituted 
C^-Cin cycloalkyl: subject to the proviso that 



B is not 




wherein R^ is -NHC(0)-0-t-butyl, -O-n-pentyl, -O-n-butyl, -O-n-propyl, 
-C(0)NH-(CH3)2, -OCH2CH(CH3)2, or 
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43. A compound of the formula 




O 

II 

NH-C-NH-B 



wherein is selected from the group consisting of halog e n, Q -G4^ QiiQe alkyl, €+_i^- 
h e t e roaryl, ary\, alkar>1, C^ -G^ Qx:Q& cycloalkyl, up to per-halosubstituted G4--G-W Ci 
Ce alkyl, and up to per-halosubstituted C^iC^ G^-Gie cycloalkyl, up to p e r halosubstitut e d C4 -t^- 
h e t e roaryl, up to p e r halo sub s titut e d C ^-u aryl, and up to por haloGubotitut e d C? -34 alkaryl; and 
B is phenyl, pvridinyl. indolinvh isoquinolinvL quinolinyl or naphthvl an aromatic ring 
structure s e l e ct e d from the group consisting of 
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which is substituted bv X. optionally substituted or unsubstitutod by halogen, up to per- 
halosubstitution, and optionally substituted bv X^, wherein n = 0-2; 

each X^ is independently selected from the group of X or from the group consisting of-CN, - 
C02R^ -C{0)R^ -C(0)NR^R^', -OR^ - NO2, -NR^R^', Ci-Cio alkyl, C2.io-alkenyl, Cuio-alkoxy, 
C3-C10 cycloalkyl, Ce-Cn aryl and C7-C24 alkaryl, and 

X is selected from the group consisting of -SR^ -NR^C(0)OR^', NR^C(0)R^', C3-C13 
heteroaryl, €4-933 alldiotoroar>1, substituted Ci-Cio alkyl, substituted C2-io-alkenyl, substituted 
Ci-io-alkoxy, substituted C3-C10 cycloalkyl, substituted Ce-Cu aryl, Gubstitut e d €^ -€34 alkaryl, 
substituted C3-C13 heteroaryl, substitut e d € 4- ^ alldiotoroaryl, and -Y-Ar, and wherein if X is a 
substituted group, it is substituted by one or more substituents independently selected from the 
group consisting of -CN, 

-C02R^ -C(0)R^ -C(0)NR^R^*, -OR^ -SR^ -NR^R^' , NO2, -NR^C(0)R^', 
-NR^C(0)OR^' and halogen up to per-halosubstitution; 

wherein R^ and R^ are independently selected from H, Ci-Cio alkyl, C2.io-alkenyl, C3-C10 
cycloalkyl, C6-Ci4 aryl, C3-C13 heteroaryl, C7-C24 alkaryl, C4-C23 alkheteroaryl, up to per- 
halosubstituted Ct-Cio alkyl, up to per-halosubstituted C2-io-alkenyl, and up to per- 
halosubstituted C3-C10 cycloalkyl, up to p e r halosubatitut e d C^ -Gu aryl and up to p e r 
haloGubstitutod C^ -G^^ hotoroaryl, 

wherein Y is - 0-, -S-, -N(R')-, -(CH2)-m, -C(0)-, -CH(OH)-, -(CH2),t.O-, 
-NR^C(0)NR^R''-, -NR'C(O)-, -C(0)NR^-, -(CH2)mS-, -(CH2)n,N(R^)-, -0(CH2)m-, 
-CHX^ -CX^2-, -S-(CH2)m- and -N(R^)(CH2)ni-, 

m = 1-3, and X^ is halogen; and 
At is phenyl, pyridinyl, pyrimidinyl. pvrazinyl. pyridazinvL naphthyU quinolinyl, isoquinolinvU 

phthalimidinyl, fiiryl. thienyl pvrrolyl. imidazolyU pyrazolvl. oxazolyl isoxazolyl, thiazolyl, 

isothiazolyU benzofurvh benzothienvL indolyl, benzopyrazolyl. benzoxazolyl, benzisoxazolyl 

benzothiazolyl or benzisothiazolyL a 5 or 6 member aromatic structur e containing 0 - 2 memb e r s 

of the group oonoisting of nitrogen, oxygon and sulfur which is unsubstituted or substituted by 
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halogen up to per-halo and optionally substituted by Zni, wherein nl is 0 to 3 and each Z is 
independently selected from the group consisting of -CN, -COsR^ -C(0)R^ =0, -C(0)NR^R^', - 
C(0)R^ -NO2, -OR^ - SR^ - NR^R^; -NR'C(0)0R^', -NR^C(0)R^', -S02R^ -SO2 RV, Ci-Cio 
alkyl, Ci-Cio alkoxy, C3-C10 cycloalkyl, G^-G^A-e^yh^^-Gu hotoroar>a, C7 -G24 ancar>d, €4 -02^ 
alldietoroaryl, substituted Ci-Cio alkyU and substituted C3-C10 cycloalkyl, substitut e d C; i-€a4 
alkar>4 and substitut e d €4 -02 ^ allchotoroaryl; wherein if Z is a substituted group, it is substituted 
by one or more substituents independently selected from the group consisting of -CN, -C02R^, - 
C(0)NR5r^', =0, -OR', -SR^ -NO2, -NR^R^' , -NR'C(0)R'' and -NR^C(0)OR^', Ci-Cio alkyl, 
Ci-Cio alkoxyl, and C3-C10 cycloalkyl, €^-€4 ^ h o toroaryl, C ^-Gu ary'l C 4-G2 4 alldiotoroar>rl ,and 
€?-€3 4 allcar>i, and whor e R ^ is t butyl, B is not 




and where R' is -CH2-t-butyl, 
B is not 




44. A compound of claim 43, wherein B is 

-Q fv— Qifz„, 
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-Q Y— Q^Z„, 



wherein 

Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
-CH(OH)-, -C(0)-, -CX\, -CX^H-, -CH2O- and -OCH2-, 
is halogen, 

Q is phenyl or pyridinyl a six m e mb e r aromatic structur e containing 0 A nitrog e n, 
substituted or unsubstituted by halogen, up to per-halosubstitution; 

q' is phenyl pvridinvK pvrimidinvl pyrazinvh pvridazinvl, naphthvl. quinolinvl, 
isoquinolinyl. phthalimidinvl. furvl, thienvL pyrrol vL imidazolvl. pvrazolvL oxazolvL isoxazolvU 
thiazolyl, isothiazolvL benzofiirvh benzothienvl, indolvL benzopyrazolvK benzoxazolyl, 
benzisoxazolyl benzothiazolyl or benzisothiazolyl, a mono or bicyolic aromatic structuro of 3 to 
10 carbon atoms and 0 2 m e mbers of the group consiflting of N, O and S, imsubstituted or 
unsubstituted by halogen up to per-halosubstitution, 

X; Z, n and nl are as defined in claim 43 and g - 0 or 1 and X^ is C1 -C4 alkyl or 
halosubstituted alkvl up to per halo . 

45. A compound of claim 44, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

Q' is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, optionally substituted or imsubstitut e d by 
halogen, up to per-halo , or Y is phthalimidinyl substitutod or un s ubotitutod by halogen up to 
per - halosubstitution, X' is as defined in claim 44 and 

Z and X are indep e nd e ntly is selected firom the group consisting of -R^, -OR^ and - 
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NHR'', wherein is hydrogen, Ci-Cio-alkyl or Cs-Cio-cycloalkyl and R'^ is selected from the 
group consisting of hydrogen, Cs-Cio-alkyl, and Cs-Ce-cycloalkyl and C ^-G^-^^ wherein R^ 



and R^ can be substituted by halogen or up to per-halosubstitution. 



46. A compound of claim ^3 of the formula 



t-Bu 




O 

NH-C-NH-B 



O 



wherein B is as defined in claim 4^ 

47. A compound of claim 44, wherein Q is phenyl or pyridinyl optionally substituted by 
halogen up to per-halosubstitution, Q' is phenyl, benzothiazolyl or pyridinyl optionally 
substituted by halogen up to per-halosubstitution, Y is -0-, -S- or -CH?-. is as defined in 
claim 44.n = 0or K Z is -CH3, -C1-, OC2H5 or -OCH3, n-0, q- 1, and nl = 0 or 1. 

49. A compound of the formula 



and up to per-halosubstituted G^-G^q cycloalkyl, up to p e r haloGubotitut e d C4 -4^- hot e roaryl, 

up to p e r halosubstitut e d 0^ 44 ar>^l > and up to por haloGubstitutod C: ;L4 4 - alkQryl; 



B is phenyl, pyridinyl, indolinvl, isoquinolinvL quinolinvl, or naphthyl 
substituted by phenyl, pyridinyl or -Y-Ar, 

wherein the cyclic structures of B are optionally substituted by halogen, up to per halo. 




I O 

Rb NH-C- 

is selected from the group consisting ol 

T^;La4- alkaryl, ^ -€4^ QizQ& cycloalkyl, u 




R** is hydrogen or halogen and 
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and 

optionally substituted by XV 

an aromatic ring structure s e l e ct e d from th e group con G isting of 

which is substitut e d or unsubstitut o d by halog e n, up to p e r halosubstitution , and 




wherein n = 0-2; each X is independently selected from the group consisting of X 
or from th e group oonoioting of , CN, -OR^, -NR^R^', Ci-Cio alkyl; &b4 
X is Golootod from the group oonsioting of -CQ2R^ -C(0)NR^R^', -C(0)R^ 
-NO2, -SR^ -NR^C(0)OR^', -NR^C(0)R^', C3-C10 cycloalkyl, G^-Gu aryl, ^ - €3 4 alkaryl, Q -Gia 
h e t e roaryl, C4 -Ga^ alldi e t e roaryl, and substituted C i -C 1 0 alkyl, substituted C2- 1 o-alkenyl , 
substituted Ci-io-alkoxy, and substituted C3-C10 cycloalkyl, substitut e d C ^-Gu aryl, substitut e d 
Gj-G m alkoryl, substituted Q -Gi^ hotoroar>1, subatitutcd C ^-Gi^ allchctcroar>d, and Y Ar, 
wherein if X JC^ is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, -COaR^, 

-C(0)R^ -C(0)NR^R^', -OR^ -SR^ -NR^R^', -NO2, -NR^C(0)R^' , -NR^C(0)OR^' and halogen 
up to per-halo substitution; 

wherein R^ and R^ are independently selected from H, Ci-Cio alkyl, C2.io-alkenyl, C3-C10 
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cycloalkyl, €6-€44-at^4rGg-€4^ hotorooryl, C:? Cm alkoryl, C a-G^^ alldi e t e roaryl, up to per- 
halosubstituted Ci-Cio alkyl, up to per-halosubstituted Cz-io-alkenylj and up to per- 
halosubstituted C3-C10 cycloalkyl, up to por haloGubotitut e d C ^-Gu aryl and up to p e r 
halosubstitut e d Q -G-t^ h e t e roaryl, 

wherein Y is - -S-, -N(R')-, -(CHs)-^, -C(0)-, -CH(OH)-, -(CH2)mO-, 
-NR'C(0)NR'R''-, -NR^C(O)-, -C(0)NR^-, -(CH2)mS-, -(CH2)mN(R^)-, -OCCHz)^-, 
-CHX^ -CXV, -S-(CH2)m- and -N(R^)(CH2)ni-, m=l-3, and XMs halogen; and 
Ar is phenyl, pvridinvl, pvrimidinvl, pvrazinyl, pvridazinvL naphthyl. quinolinvL isoquinolinvL 
phthalimidinyl, furyl thienyl pyrrolyl imidazolyl pyrazolyl oxazolvL isoxazolvl, thiazolyl, 
isothiazolyl, benzofiiryl. benzothienyK indolyl, benzopyrazolyl, benzoxazolyU benzisoxazolyl, 
benzothiazolvl or benzisothiazolyl, a 5 10 m e mb e r aromatic Gtructuro containing 0 2 m e mboro of 
the group conaiating of nitrogen, oxyg e n and oulfur which is unsubstituted or substituted by 
halogen up to per-halosubstitution and optionally substituted by Zni, wherein nl is 0 to 3 and 
each Z is independently selected from the group consisting of-CN, -C02R^, 



-C(0)R^ =0, -C(0)NR'r'', -C(0)- NR^ -NO2, -OR^ - SR\ -NR^R^', -NR^C(0)0R'', 
-NR^C(0)R^', -S02R^ -SOsR^R^', Ci-Cio alkyl, Ci-Cio alkoxy, Ca-Cio cycloalkyl, G^-G^^a-Q^ 



a substituted group, it is substituted by the one or more substituents independently selected from 



-C(0)NR'r'', K), -OR^ -SR^ -NO2, -NR'R^; -NR^C(0)R^' , -NR'C(0)0R^', Ci-C,o alkyl, d- 




7 substituted Ci-Cio alkyl, and substituted 



the group consisting of-CN, -C02R^, 



Cio alkoxyl, ^id C3-C10 cycloalkyl, ^-G^r-Gi^ 
C? - C3 4 allcaryl. 




r4-€34 alldi o t o roar>1 ,and 



subject to the proviso that where R^ is t-butyl and R** is H, B is not of the formula 
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50. A compound of claim 49, wherein B is 

X„ 



-Q Y— Q^Z,, 



wherein 

Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
-CH(OH)-, -C(0)-, -CX^H-, -CH2O- and -OCH2-, 

X^ is halogen, 

Q is phenyl or pyridinyl a six m e mber aromatic s tructur e containing 0 2 nitrogen, 
substituted or unsubstituted by halogen, up to per-halosubstitution; 

is phenyl, pyridinyl, pvrimidinyl, pyrazinyl. pvridazinvl. naphthvl. quinolinvL 
isoquinolinyl, phthalimidinyl. furvl, thienyl, pvrrolyL imidazolyl. pvrazolvl. oxazoWl. isoxazolyU 
thiazolyl, isothiazolyl, benzofurvl, benzothienyl. indolyl, benzopyrazolyL benzoxazolyl, 
benzisoxazolyl, benzothiazolyl or benzisothiazolyl, a mono or bioyolio aromatic s truoturo of 3 to 
10 carbon atoms and 0 4 mombors of tho group consisting of N, O and S, unsubstituted or 
unsubstitut e d optionally substituted by halogen up to per-halosubstitution, 

X^ is Cv-Cd alkyl or halo substituted C 1-C4 alkyl up to per halo, and 

Xy Z, n and nl are as defined in claim 49 and g io 0 or 1 . 



51. A compound of claim 50, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
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halosubstitution, 

is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, substituted or unsubstituted by halogen, 
up to per-halo, is as defined in claim 50 or Y is phthalimidinyl Gubstitutod or 
unsubstituted by halogon up to per halosubstitution, and 

Z and X ar e indep e nd e ntly is selected from the group consisting of -R^, -OR^ and - 
NHR^ wherein R^ is hydrogen, Ci-Cio-alkyl or C3-Cio-cycloalkyl and R^ is selected from the 
group consisting of hydrogen, Cs-Cio-alkyl, and Cs-Ce-cycloalkyl and C ^-Gi^-e^, wherein R^ 
and R^ can be substituted by halogen or up to per-halosubstitution. 

52. A compound of the formula 



t-Bu 




O 



NH-C-NH-B 

wherein B i s as d e fin e d in claim 19. 

wherein B is as defined in claim 1 , subject to the proviso that B is not of the formula 




CH(CH3)2 



53. A compound of claim 50, wherein Q is phenyl optionally substituted bv haloeen up 
to per-halosubstitution , is phenyl or pyridinyl optionally substituted bv halogen up to per- 
halosubstitution , and Y is -O- or -S-, Z is -CI, -CH3, -OH or -OCH3, X^ is as defined in claim 
50, n = 0 or 1 n - 0, s - 0 or 1 and nl = 0-2. 
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55. A compound of the formula 



S 



O 



N ^NH-C-NH-B 

wherein is €^-€4 ^ allcyl, C^-Cfi alkyl G^-Gig CszCe cycloalkyl, up to per-halosubstituted 
€+-G+e QxiQe alkyl and up to per-halosubstituted G^-Gi^ cycloalkyl; 

and B is phenyl, pvridinvl indolinvl isoquinolinvl. quinolinvL or naphthvl; substituted by 
phenyl, pvridinyl or -Y-Ar, wherein the cyclic structures of B are optionally substituted bv 
halogen, up to per halo, and optionally substituted by X^n an aromatic ring s tructure sel e ct e d from 
th e group consisting of 



n 



n 





X 




o 




R5 




R5 



which is sub s titut e d or unsubstitutod by halog e n, up to p e r halosubstitution, and 



wherein n = 0-2, 



73 



BAYER 8 CI 



each is independently selected from the group consisting of X or from tho group 
consi s ting of -CN, -NO2 and Ci-Cio alkyl, and 

X is s e l e cted from tho group consisting of -SR^, -C02R^, -C(0)R^, 
-C(0)NR^R^" -NR^R^', -NR^C(0)OR^', -NR^C(0)R^', -C3-C10 cycloalkyl, -€6-G44-aFyl? 
-G?-€34 , alkar>1, € ^-€4 4 hctcroar>^I, C4 -€a a QlldiotoroQr>1, and substituted Ci-Cio alkyl, substituted 
C2.io-alkenyl, substituted Ci-io-alkoxy, and substituted C3-C10 cycloalkyl, substituted aryl, 
s ubstitut e d alkaryl, substitut e d hotoroar>1, substituted C4 -€aa alldi e t e roar>^l and Y Ar; 

wherein if X 2^ is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, -COiR^ -C(0)R^ -C(0)NR^R^', -OR^ 
-SR^ -NR^R^' , -NO2, -NR^C(0)R^' , -NR^C(0)OR^' and halogen up to per-halosubstitution; 
wherein R^ and R^' are independently selected from H, Ci-Cio alkyl, C2-io-alkenyl, C3-C10 
cycloalkyl, G^-Gu-b^p^tG^-G u hotoroar>a, allcoryl, C 4-€3a alldiot e rooryl, up to per- 

halosubstituted Ci-Cio alkyl, up to per-halosubstituted C2.io-alkenyl, and up to per- 
halosubstituted C3-C10 cycloalkyl, up to p e r halosubstitutod C 6-G44 aryl and up to per 
halosubstitutod C y^u hotoroar>rl, 



wherein Y is - -S-, -N(R^)-, -(CH2)-m, -C(0)-, -CH(OH)-, -(CHs)^©-, 
-NR'C(0)NR'r''-, -NR'C(O)-, -C(0)NR'-, -(CH2)niS-, -(CH2)mN(R')-, -0(CH2)m-, 
-CHX^ -CXV, -S-(CH2)n.- and -N(R^)(CH2)m-, m=l-3, and X" is halogen; and 

At is a phenyl, pvridinvh pvrimidinvl. pvrazinvL pvridazinvh naphthvl. quinolinvl, 
isoquinolinvl. phthalimidinvk furvL thienyk pyrrolyh imidazolvK pyrazolvL oxazolvl. isoxazolyl, 
thiazolvl, isothiazolvl. benzofiirvk benzothienvl indolvL benzopvrazolyl. benzoxazolyl, 
benzisoxazolyl. benzothiazolvl or benzisothiazolyl, 5 10 memb e r aromatic structure containing 
0 - 2 members of th e group consisting of nitrogen, oxygon and sulfur which is unsubstituted or 
substituted by halogen up to per-halo and optionally substituted by Zni, wherein nl is 0 to 3 and 
each Z is independently selected from the group consisting of -CN, -C02R^, -C(0)R^, =0, - 



C(0)NR'r'', -C(0)R', -NO2, -or', - SR\ ' NR'k'\ -NR'C(0)0R'', -NR'C(0)R'', -SO2R', - 
S02R'R'\ Ci-Cio alkyl, Ci-Cio alkoxy, C3-C10 cycloalkyl, €^-€44 aryl, Ca -G^ ^ hot e roaryl, C7 -G24 
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substituted by one or more substituents independently selected from the group consisting of -CN, 
-C02R^ -C(0)NR^R^', =0, -OR^ -SR^ -NO2, -NR^R^', -NR^C(0)R^' and -NR^C(0)OR^', Ci-Cio 
alkyl, Ci-Cio alkoxyl, and C3-C10 cycloalkyl, ^-G^-Gi ^ h o toroar>d, C 6-G44 aryl, C 4-€34 
alldiet e roaryl , and Q C3 4 alkaryl. 



56. A compound as in claim 55, wherein B is 



Q— (-Y-Q^ Z„, 



-Q Y— Q^Z„, 



wherein 

Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
-CH(OH)-, -C(0)-, -CX\, -CX"H-, -CH2O-, -OCH2-, 
is halogen, 

Q is g r . ix momh e r aromatic structur e containing 0 2 nitrog e n, phenyl or pyridinyl 
substituted or unsubstituted by halogen, up to per-halosubstitution; 
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is a mono or bioyclic aromatio structuro of 3 to 10 carbon atoms and 0 4 m e mbers of the 
group consiGting of Q and S, unsub s titut o d or imsubstitut e d by halogen up to por 
haloGubstitution. phenyl, pvridinyl, pyrimidinyl, pyrazinvl pvridazinyl, naphthvl quinolinyl, 
isoquinolinyL phthalimidinyh furyU thienyl pyrrolvl. imidazolyl. pyrazolyl. oxazolyL isoxazolyl. 
thiazolyl, isothiazolvl. benzofurvl benzothienvL indolyl. benzopyrazolyL benzoxazolyh 
benzisoxazolyl, benzothiazolvl or benzisothiazolyU 



is Q-C d alkyl or halosubstituted C v-C d alkyl up to per-halo, 
X; Z, n and nl are as defined in claim 55, and s is 0 or 1 . 



57. A compound as in claim 56, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, optionally substituted or unsubstitut e d by 
halogen, up to per-halo, or Y is phthalimidinyl substitut e d or unsubstitut e d by halogen up to 
p o r halo substitution. X' is as defined in claim 56 and 

Z and X ar e indep e nd e ntly is selected from the group consisting of-R^, -OR^ and - 
NHR^, wherein R^ is hydrogen, Ci-Cio-alkyl or Ca-Cio-cycloalkyl and R"^ is selected from the 
group consisdng of hydrogen, Cs-Cio-alkyl, Ca-Ce-cycloalkyl and G^-G^Q-effy^ wherein R^ and 
can be substituted by halogen or up to per-halosubstitution. 



58. A compound as in claim 56, wherein B is of the formula 



— My-qH 



-n1 



wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution . is phenyl or 
pyridinyl optionally substituted by halogen up to per-halosubstitution , Y is -O- or -S-, g - 1, n~ 
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0 is as defined in claim 56, n = 0 or 1 and nl = 0. 



59. A compound as in claim 55, of the formula 




N ^NH-C-NH-B 



wherein B is as defin e d in claim 55 . 

phenyl, pvridinyl, indolinvl isoquinolinvL quinolinyl, or naphthyl 
substituted by phenyl, pvridinyl or -Y-Ar, 
optionally substituted by halogen, up to per halo, and 
wherein each cyclic structure of B is optionally substituted by X^n 
wherein n = 0-2: each X^ is independently selected from the group consisting of -CN, - 
OR^ -NR^R^', C i-Gi n alkvl: 

-COtRK -cro^NR^R^', -c(om^ 

-NO7, -SR^ -NR^CrO)OR^'. -NR^C(0)R^'. d -Ci n cycloalkyl. and substituted Ci-do alkyl, 
substituted C^.m-alkenyl, substituted d-m-alkoxy, and substituted C^ -C m cycloalkyl, 

wherein R^ and R^ are independently selected from H, Cj-C u j alkyl, C?-in-alkenyl, C^-Cio 
cycloalkyl, up to per-halosubstituted C i-Cin alkyl, up to per-halo substituted d.m-alkenyl: up to 
per-halosubstituted C^-C h > cycloalkyl, 

wherein Y is - 0-. -S-. -WR^V. -rCH^ Vn ,. -C(QV. -CHrOHV, -(CH^)r.O-. 
-NR^CrO^NR^R^'-. -NR^CfOV. -CrO^NR^-, -(CH^l^S-. -rCH. ^ ^NfR^V. -OrCH.)^-. 
-CHX\ -CXV, -S-(CH7 V and -NfR^YCH^ ^n .-. m = 1-3. and X^ is halogen: and 

Ar is phenyl, pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl, naphthyl, quinolinyl, 
isoquinolinyl, phthalimidinyl. fiiryl, thienyl, pyrrolyl. imidazolyl, pyrazolyl, oxazolyl, isoxazolyl, 
thiazolyl, isothiazolyl. benzofriryl, benzothienyl, indolyl, benzopyrazolyl. benzoxazolyl, 
benzisoxazolyl, benzothiazolyl or benzisothiazolyl. which is unsubstituted or substituted by 
halogen up to per-halosubstitution and optionally substituted by Zr ^ , wherein nl is 0 to 3 and 
each Z is independently selected from the group consisting of-CN. -C07R^, -CCO'tR^. =0, - 



77 



BAYER 8 CI 



CfO^NR^R^', -CrOV NR^ -NO7. -OR^ - SR^ -NR^R^'. -NR^CCOIOR^'. -NR^Crom^'. -SQ.R^ - 
S02R^R^\ Ci -Ci n alkvl C ^-C w alkoxv. Cj -C m cvcloalkvl. substituted C j-Ci n alkvl, substituted 
Cj-Cin cvcloalkvl wherein if Z is a substituted group, it is substituted by the one or more 
substituents independently selected from the group consisting of -CN, -CO^R^, -C(0)NR^R^ 
=Q. -OR^ -SR^ -NO7, -NR^R^'. -NR^Crom^' , -NR^CfOOR^'. C i-C m alkvl. C i-Ci n alkoxyl. 
and C^-Cjn cycloalkyl , 

60. A compound as in claim 59 selected from the group consisting of; 
iV-(5-^er/-Butyl-2-(l-thia-3,4-diazolyl))-A^'-(3-(4-pyridinyl)thiophenyl)urea; 
A^-(5-^er^Butyl-2-(l-thia-3,4-dia2olyl))-//'-(4-(4-pyridinyl)oxyphenyl)urea; 
A^-(5-/er^butyl-2-(l-thia-3,4-diazolyl))-A'^-(3-(4-(2-methylcarbamoyl)pyridyl)-oxyphenyl) 
urea; 

iV-(5-/er^-butyl-2-(l-thia-3,4-diazolyl))-A^'-(4-(4-(2-methylcarbamoyl)pyridyl)-oxyphenyl) 
urea; 

A^-(5-^er^butyl-2<l-thia-3,4-diazolyl))-7/'-(3-chloro-4-(4-(2-methylcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

Ar-(5./er^butyl-2-(l-thia-3,4-diazolyl))-A'^-(2-chloro-4-(4-(2-methylcarbamoyl)pyridyl)- 
oxyphenyl) urea; 

A^-(5-/er/-butyl-2-(l-thia-3,4-diazolyl))-iV-(3-(4-pyridyl)thiophenyl) urea; 

Ar-(5-/er/-butyl-2-(l-thia-3,4-dia2olyl))-//^-(2-methyl-4-(4-(2- 

methylcarbamoyl)pyridyl)oxyphenyl) urea; 

A^-(5-(l,l-dimethyIprop-l-yl)-2-(l-thia-3,4-dia2olyl))-//'-(4-(3- 

carbamoylphenyl)oxyphenyl) lu-ea; 

and pharmaceutically acceptable salts thereof. 
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61. A compound of one of the formulae 



R 

S — 




or 




R 



O 

NH-C-NH-B 



NH-C-NH-B 



wherein is selected from the group consisting of halogen, C3-C10 alkyl, Ci.13- 
heteroaryl, Ce-u-aryl, C7-24-alkaryl, C3-C10 cycloalkyl, up to per-halosubstituted Ci-Cio alkyl, up 
to per-halosubstituted C3-C10 cycloalkyl, up to per-halosubstituted Ci-n-heteroaryl, up to per- 
halosubstituted C6-i4-aryl , and up to per-halosubstituted C7-24-alkaryl; 

B is phenyl, pvridinvl, indolinvl isoquinolinvL quinolinvU or naphthyl 

substituted by phenyl, pyridinvl or -Y-Ar, 

wherein the cyclic structures of B are optionally substituted by halogen, up to per halo, 
and optionally substituted by an aromatic ring structuro ool e ot e d from the group consisting of 





O 




R5 




R5 



an4 
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which ia substitut e d or unsubstitutcd by halog o n, up to por halosubstitution, and 
wherein n = 0-2; 

each X* is independently selected from the group consisting of X or from th e group 
consi s ting of -CN, -OR^ -NR^R^', Ci-Cio alkyl^and 

X is solootod from th e group consisting of ,-C02R^ -C(0)NR^R^', -C(0)R^ =0, 
-NO2, -SR^ -NR^C(0)OR^', -NR^C(0)R^", C3-C10 cycloalkyl, €^-€44 aryl, Cj -G^a alkaryl, d -G^^ 
hotoroaryl, Ca -G^^ alldi e t e roaryl, and substituted Ci-Cio alkyl, substituted C2-io-alkenyl, 
substituted d-io-alkoxy, and substituted C3-C10 cycloalkyl, substitut e d C ^-G^a ar>1, substituted 
€^-€3 4 alkaryl, substituted Q -G^^ hotoroaryl, substitut e d Ca -G^^ alldiGtoroar>a, and Y i\r, 

wherein if X is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, -C02R^ -C(0)R^ -C(0)NR^R^*, -OR^ 
-SR^ -NR^R^' , -NO2, -NR^C(0)R^' , -NR^C(0)OR^" and halogen up to per-halo substitution; 

wherein R^ and R^ are independently selected from H, Ci-Cio alkyl, Caafiialkenyl, C3-C10 
cycloalkyl, G^-G^A-ssrykr^^-G u h o t o roaryl, C? C3 4 allcar>4, Ca -G^^ alldi e t e roaryl, up to per- . 
halosubstituted Ci-Cio alkyl, up to per-halosubstituted C2.io-alkenyl, and up to per- 
halosubstituted C3-C10 cycloalkyl, up to por halosubstitut e d Ce ^u aiyl to por 

halosubstituted C^ -G ^ hotoroaryl, 

wherein Y is - 0-, -S-, -N(R^)-, -(CHz)-^, -C(0)-, -CH(OH)-, -(CH2)mO-, 
-NR^C(0)NR^R^'-, -NR'C(O)-, -C(0)NR^-, -(CH2)mS-, -(CH2)mN(R^)-, -0(CH2)m-, 
-CHX^ -CX^-, -S-(CH2)r„- and -N(R^)(CH2)m-, 

m = 1-3, and X^ is halogen; and 

Ar is phenyl, pyridinvK pvrimidinyl. pyrazinvh pyridazinyl, naphthvl, quinohnyl, 
isoquinohnyl. phthalimidinyl, friryl. thienvU pyrrolyl, imidazolvl. pyrazolyl oxazolyl. isoxazolvL 
thiazolvU isothiazolvL benzofuryl, benzothienyl indolvh benzopyrazolyl, benzoxazolyU 
benzisoxazolvK benzothiazolyl or benzisothiazolyl, a 5 10 member aromatic structur e containing 
0 2 members of the group con s isting of nitrogen, oxygon and sulfur which is unsubstitutcd or 
substituted by halogen up to per-halosubstitution and optionally substituted by Zni, wherein nl is 
0 to 3 and each Z is independently selected from the group consisting of-CN, -C02R^, =0, - 
C(0)R^ -C(0)NR^R^', -C(0)- NR^ -NO2, -OR^ - SR^ - NR^R^', -NR^C(0)OR^', -NR^C(0)R^', - 
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substituted Q C^ a alkar>1 and substitutod allch e t e roaryl; wherein if Z is a substituted 

group, it is substituted by the one or more substituents independently selected from the group 
consisting of-CN, -CO2R', -C(0)NR'r'', =0, -OR^ -SR', -NO2, -NR'R'" , -NR'C(0)R'' , - 
NR^C(0)OR^' , Ci-Cio alkyl, Ci-Cjo alkoxylH and C3-C10 cycloalkyl, r-G^-G^^ hotoroaryl, C ^-Gu 
a^47^4-€34 alldi e t e roar>1 , and Q C34 alkaryl. 

62. A compound of one of the formulae 
t-Bu t-Bu 




or 




NH-C-NH-B 



NH-C-NH-B 



wherein B is as defined in claim €^ I 



63. A compound of claim 61, wherein B is 



X 



n 



n1 



X 



n 



— Q 



Y Q— Z, 



■n1 



wherein 
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Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
-CH(OH)-, -C(0)-, -CX\, -CX'H-, -CH2O- and -OCH2-, 
is halogen, 

Q ifi n r ^ iv m fl mh e r nrnmntic r . tructuro containing 0 2 nitrog e n, phenyl or pyridinvl 
substituted or unsubstituted by halogen, up to per-halosubstitution; 

Q' is phenyl, pyridinvl pvrimidinvl pvrazinyl, pvridazinvl naphthvK quinolinvl, isoquinolinvl 
phthalimidinvl, fiirvL thienyU pyrrol vl, imidazolyl pyrazolvl oxazolvL isoxazolyh thiazolyl 
isothiazolyl. benzofuryl. benzothienvl. indolyl. benzopvrazolvl. benzoxazolvl, benzisoxazolvL 
benzothiazolyl or benzisothiazolyl, a mono or bioyclic aromatic structuro of 3 to 1 0 carbon 
atoms and 0 1 m e mbers of th e group consisting of N, O and S, unsubstituted or unsubstituted by 
halogen up to per-halosubstitution, 

X' is Ci-Ca alkyl or halosubstituted C 1-C4 alkvl up to per halo, 
Z, n and nl are as defined in claim 61 and s is 0 or 1. 

64. A compound of claim 63, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, optionally substituted or unsubstitut e d by 
halogen, up to per-halo, or Y is phthalimidinyl substitut e d or unsubstituted by halog e n up to 
por halosubstitution. X^ is as defined in claim 63 and 

Z and X ar e independ e ntly is selected from the group consisting of -R^, -OR^ and - 
NHR'', wherein R^ is hydrogen, Ci-Cio-alkyl or Ca-Cio-cycloalkyl and R'^ is selected from the 
group consisting of hydrogen, Ca-Cio-alkyl, and Ca-Ce-cycloalkyl and C ^-G-t^-atyt; wherein 
and R^ can be substituted by halogen or up to per-halosubstitution. 
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65. A compound of claim 63, 



X, 



Tl 



wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution , is phenyl or 
pyridinyl optionally substituted by halogen up to per-halosubstitution , and Y is -O- or -S-, X' is 
as defined in claim 63, n = 0 or U Z is -CI, -CH3, -OH or OCH3, n - 0, s - 0 or 1 and nl = 0-2. 

66. A compound of the formula 



Qe alkyl and up to per-halosubstituted €^-€4^ CziQe cycloalkyl up to p e r haloaubstituted C^ - 
hot e roaryl, up to por halosubstitutod C ^-m oryl, up to per halosubstitut e d €7 -34 allcaryl; R ^4s 
hydrog e n or halog e n and 

wherein B is phenyl, pyridinyl, indolinvl. isoquinolinyl. quinolinyK or naphthyl 
substituted by phenyl, pyridinyl or -Y-Ar. wherein the cyclic structures of B are optionally 
substituted by halogen, up to per halo, and optionally substituted by X'n^, wherein ufi-te-a 
trioyolio aromatic ring structur e s e l e ct e d from th e group consisting of 





N 
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R5 



R5 









1 J ana 























which is substitut e d or unsubatitutod by halog e n, up to p e r haloaubstitution, and wh e r e in 
n = 0-3 and 

each ?^ 2^1. is independently selected from the group consisting of -CN, -C02R^, 
-C(0)NR^R^', -C(0)R^ -NO2, -OR^ - SR^ - NR^R^', -NR^C(0)OR^', -NR^C(0)R^', Ci-Cio alkyl, 
C2-io-alkenyl, Ci-io-alkoxy, C3-C10 cycloalkyl, Q^-Q^-m^^^^^^- ^ alkar>4, Cy Q^^ hotoroar>1, C 4- 

alldiotoroaryl, and substituted Ci-Cio alkyl, substituted Cz-io-alkenyl, substituted Ci-io-alkoxy, 
and substituted C3-C10 cycloalkyl, substituted C ^'^^ alldiotorQar>^l and Y Ar; 

wherein if X 2^1 is a substituted group, it is substituted by one or more substituents 
independently selected from the group consisting of -CN, -C02R^, 

-C(0)R^ -C(0)NR^R^" -OR^ -SR^ -NR^R^', -NO2, -NR^C(0)R^' , -NR^C(0)OR^' and halogen 
up to per-halosubstitution; 

wherein R^ and R^ are independently selected from H, Ci-Cio alkyl, C2-io-alkenyl, C3-C10 
cycloalkyl, €6-€44-^^4r€a-€4^ hotoroar>1, Qq rQ ^ alkaryl, Qa - ^ alldi e t e roaryl, up to per- 
halosubstituted Ci-Cio alkyl, up to per-halosubstituted C2.io-alkenyl7 and up to per- 
halosubstituted C3-C10 cycloalkyl, up to p e r halo substitut e d C 6-G4 4 aryl and up to p e r 
haloGubstitut e d C^ -G. ^ h e t e roaryl, 

wherein Y is - 0-, -S-, -N(R^)-, -(CH2)-m, -C(0)-, -CH(OH)-, -(CH2)mO-, 
-NR^C(0)NR'R^'-, -NR^C(O)-, -C(0)NR^-, -(CH2)mS-, -(CH2)mN(R')-, -0(CH2)m-, 
-CHX", -CX^2-, -S-(CH2)m- and -N(R^)(CH2)m-, 

m=l-3, and is halogen; and 

At is phenyL pvridinvl. pvrimidinvl. pvrazinvl. pvridazinvl. naphthvl, quinolinvl 
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isoquinolinyl, phthalimidinvl. furvl. thienvl. pvrrolvl, imidazolvK pyrazolvl. oxazolvl isoxazolvK 
thiazolvl, isothiazolvK benzofurvK benzothienyl, indolyl benzopvrazolyl. benzoxazolvK 
benzisoxazolvK benzothiazolvl or benzisothiazolvh a 5 10 momber aromatic structur e containing 
0 2 m e mb e rs of th e group oonaiating of nitrogen, oxyg e n and sulfur which is unsubstituted or 
substituted by halogen up to per-halo and optionally substituted by Zni, wherein nl is 0 to 3 and 
each Z is independently selected from the group consisting of -CN, -C02R^, -C(0)R^, =0, - 
C(0)NR^R^', -C(0)R', -NO2, -or', - SR', - NR^R^' ,-NR'C(0)0R^', -NR'C(0)R'', -S02R^ -SO2 
R^R^', Ci-Cio alkyl, C3-C10 cycloalkyl, G^-Gi4-etPfh-^g.-Gu hctcroaryl, C: ^-€3 4 alkar>a, C4 -G23. 
allchotoroaryl, substituted Ci-Cio alkyl, substituted C3-C10 cycloalkyl, substituted C. ?-€3 4 alkoryl 
and substitut e d C a-Gu alldiotoroaryl; wherein if Z is a substituted group, it is substituted by one 
or more substituents independently selected from the group consisting of -CN, -C02R^, - 
C(0)NR^R'', =0, -OR^ -SR^ -NO2, -NR^R^', -NR'C(0)R^', -NR'C(0)0R'' , Ci-Cio alkyl, Ci-Cio 
alkoxyl, and C3-C10 cycloalkyl, r-^^-G.^ hotoroar>a, C s-Gu ar>l. C ^-G^ alldi o toroar>d ,and C7 
G34 alkaryl. 

67. A compound of claim 66, wherein B is 



X, 



n 



nl 



X 



n 



— Q 



Y — Q— Z. 



n1 



wherein 



Y is selected from the group consisting of -0-, -S-, -CH2-, -SCH2-, -CH2S-, 
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4 



9 



-CH(OH)-, -C(0)-, -CX"2, -CX^H-, -CH2O- and -OCH2-, 
is halogen, 

Q is phenyl or pvridinvl a Gix m e mb e r aromatic structur e containing 0 2 nitrog e n; 
substituted or unsubstituted by halogen, up to per-halosubstitution; 

is phenyl, pvridinvl. pvrimidinvl pvrazinvl, pyridazinvl. naphthvL quinolinvl, isoquinolinvl 
phthalimidinyl. fUrvl thienyl, pyrrolvl imidazolvl pyrazolyl. oxazolyl, isoxazolyl, thiazolyl, 
isothiazolvL benzofurvL benzothienvl indolvl, benzopyrazolvl. benzoxazolyl, benzisoxazolyl, 
benzothiazolvl or benzisothiazolyl, a mono or bicyclio aromatic structur e of 3 to 10 carbon 
atoms and 0 4 memb e rs of th e group consisting of N, Q and S, unsubstituted or unsubstituted by 
halogen up to per-halosubstitution, 

X^ is C i^ -C d alkyl or halosubstituted C \-Q ^ alkyl up to per halo, and 

X7 Z, n and nl are as defined in claim 66 and s is 0 or 1 . 

68. A compound of claim 67, wherein 

Q is phenyl or pyridinyl, substituted or unsubstituted by halogen, up to per- 
halosubstitution, 

is selected from the group consisting of phenyl, pyridinyl, naphthyl, pyrimidinyl, 
quinoline, isoquinoline, imidazole and benzothiazolyl, optionally substituted or unsubstitut e d by 
halogen, up to per-halo, or ■ Y - Q^ is phthalimidinyl substituted or unsubstituted by halog e n up to 
per haloGub s titution. X^ is as defined in claim 67 and 

Z and X are indopondontly is selected from the group consisting of -R^, -OR^ and - 
NHR'', wherein R^ is hydrogen, Ci-Cio-alkyl or Ca-Cio-cycloalkyl and R^ is selected from the 
group consisting of hydrogen, Cs-Cio-alkyl, and Ca-Ce-cycloalkyl and C ^-G-t^-^^ wherein R^ 
and R^ can be substituted by halogen or up to per-halosubstitution. 
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69. A compound of the formula 




NH-C-NH-B 

wherein B is as defined in claim 66 1 . 

70. A compound as in claim 67, wh e r e in B is of th e formula 

_Q— (Y— Q1)_Z^^ 

wherein Q is phenyl optionally substituted by halogen up to per-halosubstitution. is 
phenyl or pyridinyl optionally substituted by halogen up to per-halosubstitution. and Y is -O- or - 
S-, is as defined in claim 67. Z is -€1 or -OCH3, n = 0, s = 0 and nl = 0-2. 
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